Pathway Model
The pathway model was generated from Reactome (Matthews et al., 2009) , the PID (Schaefer et al., 2009) , and the NCI PID parsing of BioCarta, downloaded in BioPAX Level 3 format on February 27, 2012. The pathway was constructed by converting BioPAX data into a SQLite database with Python. Distinct protein references in separate pathways were unified where they showed a common UniProt cross reference. UniProt identifiers were mapped to HUGO gene names downloaded in February of 2012 (Seal et al., 2011) . The pathway consists of 7111 proteins, 52 RNA genes, 15 miRNA genes, 7813 complexes, 1574 gene families, and 586 abstract biological processes. There are 8603 interactions changing the activation state of a molecule (3266 inhibitory), 2120 transcriptional activation links, and 397 transcriptional repression links. There are 24129 components for the 7813 complexes, and 7170 members of the 1574 gene families.
Genomic Data
We used copy number and expression data from 1936 patients with 11 different types of cancer from The Cancer Genome Atlas (TCGA) downloaded from the DCC on February 2, 2012. This dataset consisted of all Level 3 data for the SNP6 copy number and Agilent gene expression microarrays.
The Level 3 SNP6 data consists of copy number segments. Gene-level copy number was estimated from Level 3 segments by taking the median value of segments that overlap a gene. Gene coordinates and HUGO mappings were taken from UCSC Known Genes (Hsu et al., 2006) , downloaded for hg19 in February of 2012.
For the global cancer run across 11 disease types, gene expression was normalized at the gene level by first calculating the median expression of a gene across all 11 tissues, including all normal samples, using version 3 of the Agilent files, except for GBM where only version 2 was available. A full sample list is available in and in the data archive file. This gene-level median was subtracted from each gene value. Subsequently, the samples were subset down to just those samples that contained matching copy number from the SNP6 array. For the analysis of the serous ovarian carcinoma survival, gene normalization was performed by subtracting the median gene-level expression of the samples annotated as normal tissue. This list of samples, as well as the gene expression and copy number files, are available on the website. When running Paradigm, data for gene expression was discretized into three states by ranking all observations and dividing the data into tertiles. Copy number was similarly discretized by tertiles.
Clinical annotations used in this paper-disease type, subtype, and survival-are also available at http://paradigm.five3genomics.com.
Description of data archive
The data archive at http://paradigm.five3genomics.com contains the files detailed in Table 1 . This data was derived entirely from publicly available TCGA data.
